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^{Agent comprising terpenoid compounds for prevention and treatment of 
cardiovascular disease} 

<2> #7>^ 6>^e] ^Pfl^g].^ - ^^Vofl^^-o] #71-5] 31 $1 

IE*!; ojjL o]sfl Jl^\ , ^ , ¥^ 

<3> €# #efl^rfll- ^£7> ^o.^ Ir^Kr 7 ASl3-, 1# 
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o|H S^^o} ^Sfl^ Cf^ 7fl^TSl<H a o >^3} Sj&l}. n 

7> ^j^^^S «Ssfl^lJi 5U°-^, n ^ cfla^o] ^o] acat ^*mh ^ yA°]A. 

<4> £>}^3 sofl^l: #5)1^3111- ^V^^l 0 ! S.4i(acyl-CoA: cholesterol 

acyltransferase; ACAT)^ ^^^.5. # sfl i Bfl ofliBfl = ^ j^diS.^ , n 

<5> ACAT^r ^#|^ ^31 ^l^Bflso] ^Bfls. ti^^ 3hfl5. 

i^l#^r VLDL(very low-density 1 ipoproteinH Sfe ^r^l 91^] ^€ 

^ ^fl ^1^1 zj- 7l^S Ml, °H ACAT^l ^1*H #31 ^11^1 

711 €*=h ^H^^r °l^^r ^la^^T-i ACAT^r #511^^1^ n°l ofl ^] 

s ^EflS. ^S^Hl ^efli^l#o] ^1* #^l7l-bcll, o]^ Jg. 

<H^7l^ ^l^tl €<?1 0 1 €^f. 
<6> 5E*b, ACAT iHsMl Sl«fl 71^-^1^71- #5lliBll#^.^-Bl -^-£Sl Cf^^l #31^ 

31 H ofliBfls* £fj}7l xifl^-oll, ^^^1 tfl^^Xiq. 5g#^- 
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£r ACAT M #7l<^ SJM ^°\] W^^^S.^ 

ACAT ^M^l 7fl^ H>^-3j§>l^. 

< 7 > ^r^M, ACAT^ ^ ^1 *>^r ^fl, ^ #iSH^#Sl ^# 

H ^ 5Uji, H^*! >M|3Lofl s^^^o] ^ajsq^ "<MsM 

<8 > *l^r*l JLJi€ ACAT ^^1 t^>o1 asf ACAT IE^r tflTi 

^la(J774) ACAT^l tfl*r ^ «fl A ©1 . 

< 9 > 7f5J-^ ACAT^r 7j-sJ- ACAT-1 ^ 7j-sJ- ACAT-27]- $1^], 7fsj- ACAT-1(50 kDa) 

£ ^°J^ ^HQ, tfl^l^S, ^HMH ^S. ^)-g-*H, A r^ ACAT-2(46 kDa)^r 

^S. ^-g-*tcf(Rudel, L. L. et al., Curr. Opin. Lipidol 12, 121-127, 

2001). 7}5j- ACAT ^sfl^Kr -g-7] o.^^ feliB| #^ ^ 

^^1^31, l^^^l ^i^H oIliBfls^ o^j^ 71^-0. 

tKBuhman, K. K. et al . , Nature Medicine 6, 1341-1347, 2000). 
<io> *1^, tij^KffiT, Torreya nucifera)^ ^r^-^f (TaxaceaeH ^r§r^ 4^ ^ 

^ M]7l}^&-S- -^-em-e)-^ tJ^Hl 1 ?]- ^l^r^H ^-a^cf. tfl^j-q-Jf^ q 

^-g-, ^-g-, et-g-.°s ^7>^ 7i## ©i-g-w. a 
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^^HHfe #5L, &$\, S^, ^>#H ^1 ^flS. 

S r JL, ^fl^r £^*fl, 7H^fl, W-g-^ ^°fl *H1^# 

I , P 40, A^tfl-fij-jn. #^Jf , 1996; 3r4hr, <>Hl 0 r ^ p23, £^#^r 

1997). al^-^Sl ^ #*HH ^ ■ iLJl€ ^JlS.^ ^i^B]^©! 
— (sesquiterpenoids , Sakai , T. et al., Bull. Chem. Soc. Japan, 38:381, 
1965), el-tLTEl(labdane) o r «l ^r(abietane) 311 cjBjtffli^lH 

(di terpenoids , Sayama, Y. et al, Agric. Bio. Chem., 35:1068, 1971; Harrison, 
L. and Asakawa, Y., Phytochemistry, 26:1211, 1987), % ^-eKHi^lH. 
(flavonoids, Kariyone, T. and Sawaka, T. , Ykugaku Zasshi , 78:1010, 1958) -§-°l 

<11> ©HI , ^^m^r ^^f-g-^l ^ *fl5-£ JI*1M#, ¥^^Sf# 

^ ACAT 2.4^1 tfl^l ^§11 #^o] ^-^§>J1 ^ ^§>^^r. 
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<14> ^1*K £ tflSfl ^1*1 ^^«l;rf. 

i] 



17 
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[3J-*H 3] 





acid) ^ ^§l^^o]-yloiiHi^-( dehyc i roab i et i nol )oi^ % 3$] 5^1-^-^ 

E^l^o]H.7il S]-^-^^ W^Kl^C 6-cadinol)^^. ^nrj.^o_ s 

fe- <^ «S ^ ^"1, -f-^ H o^°ll ^lssm 
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tijxl-q-^- ^ lkg# Bl-g-ofl ^ ^Kg-o^ 3^<?> «o V *1^3I <^*1 

S. i^-g-, ^<2fl^l 51-^ ^ji ^^jA| 12^1 ^>^o> jui^t}. o) -g-^ 

Al^laL, ^7HH ^lW^Hl^l^lSS 

°H, C_^H.fflo. a ].bJ- o>A] so]] oj ; fBlliElt ^xlol Jr. 

H = 10 : 1, 5 : 1, 3 : 1, 1 : 1 (v/v) ^ EtOAc 100%$] °)^^ -g-nfl 2^.2-5. 
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^flBlHm = 7:1 (v/v) 5] o]^Aj- ^-ufl^^O^S. ^7flAl^, 77fl5l 5-1 

~ 5-7)5. ^-slW. ACAT ^sfl#^oi if^id- ^-a 5-41- €^ H.5.^}£.n 

efl^S. ^-el^-cl-. olTtj), 1009631 ol^J- -g-nfls^i^.S. *H 47fl5l ^-Sj 

-§-(-gr^ 5-4-1 ~ 5-4-4)5. ^-elttcl-. ^ 5-4-! oil^ 15) 
3}-^-#( 0 l^^}^^h 76 mg)* £^t}. 

<27> -^A]^ ^ T^fl ^^cflA-1 ^ 10* pfl ^ ^ #3.5H = ; n\] lgh 

# = 50 : 1 (v/v)5l o1^a o v -g-nfl^ o_g. ^sl^l-^ li^ a.S.n>snell5rl# ^1*} 
°i 14711*1 ^SJ(W-a 10-1 ~ 10-14) AS ^-sl^cl. o] tcfl ^-g-^ 10-41- nflTehi- : 

# = 15 : 1^1 ^s^l- -g-nfl^o^. C18 ^ €^ a.S.n}sn5fl3ll- ^Al§><^ li 
7fl 5) £r^(M 10-4-1 ~ 10-4-11) AS. ^-sl^-tl. o)^ 7-l§ll#^ol yj-^j- H-a io- 
4-5* n-«]^l : °fl H^Hl ^1 °1 m = 50 : 1, 30 : 1, 10 : 1, 1 : 1 (v/v) ^ EtOAc 
100%# **ll2:?iAS- si 71-^1 5§53 a.S.^>Sn5fl3ll- ^t.1s>c^ 57ii^ j^sa 
#(10-4-5-1 ~ 10-4-5-5) AS. ^*1^. : §r^ 10-4-5-2^1 ^ Sj-^ 
^ 251 S^#(tfl*l;=5.<>l-BH^-a- f 25 mg)* "S^. 

<28> i£*h <££r ^ 11* 7fl^ -g-nfl O] n-«?# = ^1 ll ^-fl Bfl 

^im = 5 : 1 (v/v)* <>l-g-*H 5]-^ 351 Sj-^-^KM*, 40 
mg)* <S^. 

<29> ^^1*1 ^ «1^ 1471151 ^-a ^ #^^-ao] £.3 10-6* 

"11^ : # = 10 : 1 (v/v)* -S-^S. §><^ C18 ^1 3Sn}£a5flsl 
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# ^Ja]^ ^ozf, 12 7fl*] £r^#(^ 10-6-1 ~ 10-6-12)5. ^reltt^. °1# Sr^^r 
^ 10-6-3^: ^l^^- n-«]^]: : 11 °M1 31 °1 S = 15 : 1, 10 : 1, 5 : 1, 

1 : 1 (v/v) ^ EtOAc 100%# -g-^^^I ^ €^ 3.^K&n5fl3) 

5. ^-e)§H, 5 7fl<q ^-5] #(^-5] 10-6-3-1 ~ 10-6-3-5) S. ^el^M-. ^ 10-6-3- 

<30> ¥r #^1 n}^. Blsfli^olH.^l Sl-^-l-^r hACAT- 1 ^ hACAT-2°ll ACAT^l tfl^ 

<31> l4^i, S A ^^ #3l^lH ofl^^so^ ^ « ^^SLS- -fr^t 

<32> S^lr^r Bl ^i^o] W^-ofl ^7lS -^^l?t 7l 

<33> ^ #^^1 S^#^r, ^«1H ^"71 7l7fltt °1 ^7>S ^ 

7l^?b ^-^m ^1^-r, ^^r, ^^r, ^^BS-S -g-^, US 

-g-^, ^-^^11-, ^ ^ 1 ^ 7f-g-^ 

^ 5U°.*1, €-S-°ll tcl-el- ItttSMI, ^*fl ¥ *W -f^^l ^7H1# ^7} 

7l*H ^-g-^, -fr^-^j ^ ^ ^r^l-g- «r^, ^ 5E^r ^ 

^IS. ^1^1^-^- ^ &t}. c| ^°l-7> ^o>oj y o Vl ^^-S. Remington's 
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Pharmaceutical Science(^| -E--tr) , Mack Publishing Company, East on PA°T| /H^l^l 0 ! 



^ °J 0.1~100mg/kg oIjl, HV5J-^§>7llir 0.5~10mg/kg °H , ^ "S^l *fl*l ^r*l 
& ^^h ^ ^M^°11 50% xlA>^(LD 50 )^ l,000mg/kg o^o] 

<36> ^ S^#£r ^H^ftTll ^$£l ^ tg- ^ *1 ^^-S. , S 

^]5 t ql^ AV^-^l-ir 

<37> ^ ^Sl M^^) 7fl^ ^^SLS. ^^^l ^7>€ 

^ 9X^. #^^1 Bl 5)1^01^711 |7}fS A>-g-^ ^ o-, Aj- 7 1 

^olH.711 JtflS ^7V§V7m- ^ ^ ^ ^1 ^ 
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taj-B^^;^ 5~10 ^ 71-^1 Cf. ^M-, ?A 7 & % ^ °- 

^7} ^ ^ 9X^, &7l nfl^ofl -B-M^- 

<38> ^"71 ^-?H|^ JiL^ . a o V 7 ] ^.^o. ^ 7> ^. ^ oj- ^ 

^ ^JL^r ^Hf, 4^1*1, M^l, i^-ff-, ^Hf, 5^, 71 

^olfs.cjlAEel^ ^o. ^.^A^ej.ols., 7><Hel5, o^e^s. 

si , 6>^s(-s^-3f ^ ^ ^ ^v-g-^s- ^ im-. ^7i ^<?i ^si-i- 

3] «l^:£r a. ^<2] ffc^ # lOOm^ H^^-S. ^ 0.01~0.04g, yJ-^^Hl^ 
0.02-0. 03g 

<40> <#7] £ S^#£r <^ H-i 7>^1 <3 ° 0 M1 , «1 , ^Sfl^, ^1 afl , 
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^HA]- « ^s] <£yd^t ^ us) <§, -R-7l#, M^j #5.^1= ^3*fl, 
pH S^l, ^SMl, 1HMI, ^ ^£]^r ^SMl 

5] ioo ^ o.oi~o.i #^^1 ?A°] 

^lAlt4. ne-iq- §>7l^l ^ ^ !, Vc §* JS.^ ^711 ^l«fl§>7l 

<42 > ^a]c4| : ul*}i-Hf5LJf&l tjsfliioi^^i w 

<43> 1. Wl^q-^-S^-El ^ ^*f| 

< 44 > tfl^ 1 ?!^- *fl^S.<>IH til 7>q-^ ^ i kg^: TiS^l^cf. 

EJ til^ufJjL Ol^ 10Q% T^Bl^- 4 ^ CH] \§0] ^-^0\]X] 3^^-91 ty^^Jl <*|2j-*lS. 

a}:^ rf^-, o^ofloll aj-s (100 g )_g_ ^-^o^ 12^1 #^<£ 52 ^Hr}^. °] -%■ 

ofl^- c^^i-ji #<g-*HW i^H^ <25W. ^7l^l # 200 

^r^lJi, ^r§M h^&^$] -fr^m^ 40 g# <25^. ^7HH 

^efl^# <sl-g-*H ^^1-31, 30 g^l -f}-^#^ <£9k^. 
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<45> °H, ^7}o\]X\ oj^ O.H^-S^- A}BJ- o>^ =Ld\] o] ; 3.^1^^^. oj-^^o] Jr. 

1- ol^4>o_g. §1-0=} ^7}^ ^ 3.S.v}s.zi?\\z\(+lz)7}7i : Merk, Art 9385, t! 

: 4>7 x40cm)S ^-^^r^^f. °H , n-«?<i : = 10 : 1, 5 

: 1, 3 : 1, 1 : 1 (v/v) ^ EtOAc 100%^ ^l^ 1 " -g-^STj^S- AA 1000 ntf^-i: 

^7flAl^, 1171] ^SJ#(^S] 1-11)^ w r ^§l-0|o.^ j z}- W-SJ-g-oJ ACAT ^ ^ 

< 47 > ^ ^«fl%^o] 7j-^r ^ 5(6 g)# n-^^J- ofl^ol-Afl^oiEs] ^^--g-nfl 

# c,l^>o.^. §1-0x1 ^ H.S.^}£H5fl^l(^^H.7l : $4 x20 cra)S & 

el^t}. *H, n-«]^r : «1| ll <>HI isfl °1 S = 7:1 (v/v) ^ -g^STi^S 
^711^1^, 250 77fl5l 5_i ~ 5-7)3. ^-el^rSi^f. ACAT ^sfl 

^ Yr 5-4(100 mg)# -^e|7>^i a.3-*}£n2fi : $ 

2.5 x 10 cm)S. ^-5l§>^^r. <>H , tSSlf 100%£} -g-nflS?i^-S. ^7fl 

*W 50 47fl si ^#(^-ia 5-4-1 ~ 5-4-4) S. ^-s^rSi 1 }. °H ^ 

5-4-I0II ^ ^ 1S1 S)-^-#(25 mg)^ <£$X^ . 

<48> A o V 7HH ^Al"£ ^ ifl^ fJ^H ^ 10(1.34 g)£r nfl ^ 

H. : nfl^ = 50 : 1 (v/v) 51 °l^-# -g-nfl^ 0^. ^flA^l^ ^9}^ €^ 
a.S.^>Szieflsl(^^3.7l : $1.5 x 20 cm)# ^^]*r 50 m^^j 147fl*l 

^•^^-(^•^ 10-1 ~ 10-14)S ^-el§>^x^. °H 10-4(100 mg)# nfl^-gr : 
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# = 15 : 13 -g-*ll274 ^/fl^l^i C18 €^ a.S.n>sn2fl3l 
(^3-7} • $1.5 x 10 cm)# ^1*1 ^"^t- 45 ll7fl£] ■§-(■& 3 
10-4-1 - 10-4-11) SL ^^J^, A ^#^1 ACAT ^Sfl Sr^^r ^r#§>^^. ©1 

# x^fl#^o] ^-a 10-4-5(72 mg)# n-^^ii : °l| ^ ©Ml °1 H = 50 : 1, 30 
: 1, 10 : 1, 1 : 1 (v/v) ^ EtOAc 100%!- -g-*flS7d # 7fl a] ^ a] % 
S]7>^ ^ a.S.^}Sneflsl(^^H.7l : $1 x 8 cm)# ^l 2 ! 30 mi 

57fl5] ^^#(10-4-5-1 ~ 10-4-5-5) sL ^-5l§}^. 10-4-5-2 £^#>$ 

sl*)-^ 2^1 5)- ^"#(76 mg)^: <S5M. 
<49> ^ ^ ^ 11(149 mg)# -g-^floi n -sflA> : 6fl 

€°MI*MH = 5:1 (v/v)# W^l 33] 3l^-#(40 mg)# £&T=h 

<so> -#7HH -^Itt ¥ €^°TH 147fl5] ^33 # 10-6(85 

mg)^: nfl^ : # = 10 : 1 (v/v)^: -g-^S A>-g-*H C18 €^ 

nK&nefl s) (l!^3.7l : ^1.5 x 13 cm)# ^3zf, 45 12 7fl5] ^-S^- 

(^ 10-6-1 ~ 10-6-12) S. ^-^l^^, °W % A £^m 10 _ 6 _3( 40 mg )^ 6]%.sfr 
n-«]^t : ofl^oMI^IMB = 15:1, 10:1,5:1, 1:1 (v/v) ^ 
EtOAc 100%!- o}^^ -g-^flSTd o.=L *i 711*1 -^e)^^ tl^ H.S.^>SnEflsl (^ 

e^H.7l : 4)1 x 7cm)S ^-e)§H, 30 m«^] 5 7fl ^-^#(^-^ 10-6-3-1 ~ 

10-6-3-5 )S ojnfl ^-33 10-6-3-1^1 a] ^^r#^#^3 < ?] sj-t^ 4^ 5)-^- 

#(15 mg)^ <25a^. 
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<51> 2. =^Si 

<52> ^-7} lofl^ VG Ji^-«fl^ GC/MS ^-^-71 (VG high resolution 

GC/MS spectrometer, Election Ionization MS, Autospec-Ult ima)# A r-o-^r°i ^r x r 

^ ^^r^-^, ^#2-^ ^^-7l(Jasco DIP-181 digital 

polari meter)* a>-8-*H ^svojtl. j&^t ^r^l^ (NMR) ^(Bruker AMX 300, 

500)^: ^§ r °i H NMR, 13 C NMR, 3:2.-3*1 (HOMO-COSY) , HMQC( ^-Detected 

heteronuclear Multiple-Quantum Coherence), HMBC(Heteronuclear Multiple-Bond 
Coherence), DEPTCDistort ionless Enhancement by Polarization) ^JL, 

<53> ^I^Rr §r7l5f ^f^, ^32f til 51 

l^cr °1 4i3il n")- b1 a> ( i sop i marie acid) [Y.-H. Kuo and W.-C. Chen, /. Chin. Chem. 
Soc, 1999, 819], 2^r Efl*l = So>«H^#(dehydroabietinol) [H. L. 

Ziegler et al . , Planta Med. , 2002, <5», 547], 2r^-# 3^ #(kayadiol ) 

[J. D. P. Teresa et al., Argic. Biol. Chem., 1971, 35, 1068] ^ S^l" 4^r ^ 
Ef-7l-TS-i:( 5-cadinol) [£*///, Chem, Soc, Jpn. 1963, «?7, 1053] 5. ^oj^tl. 
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<54> 



[S^tHI- 1] : <>1 is) w>«9 



17 




<56> 1) : ^ Hsl^, ^f^r^CM.P.) = 185~187°C 

25 

<57> 2) ^i^-i : [a] D +10.5° (c=0.42, EtOH) 

<58> 3) £-*>^ : 302 

<59> 4) : C20H30O2 

<60> 5) ^-NMRCCDCls, 5001k) 5 0.86 (s, 3H, H-19), 0.91 (s, 3H, H-20), 1.12 

(m, 1H), 1.27 (s, 3H, H-17) , 1.37 (m, 2H) , 1.48 (m, 1H) , 1.55 (ra, 3H) , 1.67- 
2.03 (111, 9H), 4.87 (dd, /= 1.7, 10.8Hz, 1H, H-16ab, H-16ax), 4.93 (dd, / = 
0.6, 17.5Hz, 1H, H-16ba, H-16bx), 5.32 (d like, J = 4.1Hz, 1H, H-7), 5.80 
(dd, /= 10.8, 17.6Hz, H-15ax, H-15bx), 12.1 (brs, 1H, -C00H) . 

<6i> 6) 13 C-NMR(CDC1 3 , 125MHz) 6 15.3 (C-20) , 17.1 (C-19) , 17.9 (C-2) , 20.0 

(C-17), 25.2 (C-6), 35.0 (010), 36.1 (C-12) , 36.8 (C~3) , 37.0 (C-13) , 38.8 
(C-l), 45.0 (C-5), 46.1 (C-4), 46.3 (C-14) , 52.0 (C-9) , 109.3 (C-16) , 121.0 
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(C-7), 135.7 (C-8), 150.3 (C-15) , 185.6 (C-18) . 
<62> 7) EIMSCrel. int.) m/z [M] + 105 (40.7), 187 (36.9), 241 (47.8), 257 

(30.9), 273 (26.9), 287 (47.1), 302 (100.0). 



<63> 2] : 3|*lH.3.ol-wHtl-a- 
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<65> 




<66> 2) : [a] D +50° (c=0.24, CHC1 3 ) 

<67> 3) ■ 286 

<68> 4) gr*m : C 20 H 30 0 

<69> 5) 1 H-NMR(CDC1 3 , 300MHz) 6 0.90 (s, 3H, H-19) , 1.22 (s, 3H, H-20) , 1.23 

(t like, /= 3.6Hz, 6H, H-16, 17), 1.34-1.50 (m, 3H, H-l a , H-3) , 1.63-1.82 
(m, 5H, H-2, 5, 6), 2.29 (d like, J= 12.6Hz, 1H, H-1J3 ), 2.79-2.92 (m, 3H, 
H-7, 15), 3.24 (d, /= 11.1Hz, 1H, H-18 a ) , 3.48 (d, /= 11.1Hz, 1H, H-18^), 
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6.89 (s, 1H, H-14), 6.99 (d, J = 8.1Hz, 1H, H-12) , 7.19 (d, /= 7.8Hz, 1H, H- 
11). 

<70> 6) 13 C-NMR(CDC1 3 , 75MHz) S 17.4 (C-19), 18.6 (C-2), 18.8 (C-6) , 24.0 (C- 

16, 17), 25.3 (C-20), 30.1 (07) , 33.4 (C-15) , 35.1 (03) , 37.3 (C-10) , 37.8 
(C-4), 38.4 (C-l), 43.9 (C-5), 72.2 (C-18), 123.8 (C-12) , 124.2 (C-ll) , 126.8 
(C-14), 134.7 (C-8), 145.5 (C-13) , 147.3 (C-9) . 

<7i> 7) EIMSCrel. int.) m/z [M] + 159 (47.5), 173 (60.9), 185 (27.0), 253 

(100), 271 (87.2), 286 (32.6). 



<72> 3] : 7H=t)-£ 



<74> 




<75> 2) : [a] D +18.4° (c=0.3, CHC1 3 ) 

<76> 3) ^-4^ : 306 
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< 77 > 4) : C 2 oH 3 40 2 

<78> 5) 'H-NMRCCDCIs, 500MHz) 6 0.72 (s, 3H, H-20), 0.75 (s, 3H, H-18), 1.02 

(dt, / = 4.2, 12.7Hz, 1H), 1.28 (m, 1H) , 1.35 (dt , / = 4.2, 12.7Hz, 1H) , 
1.37-1.48 (m, 4H), 1.55-1.65 (m, 5H) , 1.67 (s, 3H, H-16) , 1.76-1.84 (m, 2H) , 
2.00 (dt, J = 4.6, 12.6Hz, 1H) , 2.38 (m, 1H) , 3.10 (d, /= 10.9Hz, 1H, H- 
19a), 3.42 (d, /= 10.9Hz, 1H, H-19b), 4.15 (d, J = 6.7Hz, 2H, H-15), 4.52 
(s, 1H, H-17a), 4.84 (s, 1H, H-17b) , 5.39 (t, /= 6.6Hz, 1H, H-14) . 

<79> 6) 13 C-NMR(CDC1 3 , 125MHz) 5 15.0 (C-20), 16.4 (C-16), 17.6 (C-2) , 18.7 

(C-ll), 21.8 (C-6), 24.2 (C-19) , 35.4 (03) , 38.0 (C-l) , 38.1 (C-12) , 38.4 
(C-10), 38.6 (C-7), 39.5 (C-4) , 48.5 (05), 56.2 (C-9) , 59.4 (C-15) , 72.0 (O 
18), 105.5 (C-17), 123.1 (C-14) , 140.5 (C-13) , 148.3 (C-8) . 

<so> [3HHI- 4] : ^Bf-^V^l^- 



14 




<82> 1) : s]^ &T±t, ^-^^(M.P.) = 135.5 ~ 136°C 
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<83> 2) *\%S. : [a] D -100° (c=0.24, CHC1 3 ) 

<84> 3) ■ 222 

<85> 4) : Ci 5 H 26 0 

<86> 5) 'H-NMRCCDCIs, 300MHz) 5 0.79 (d, / = 6.9Hz, 3H, H-12 or H-13) , 0.87 



(d, 7 = 6.6Hz, 3H, H-13 or H-12), 1.09 (m, 1H) , 1.28 (m, 1H) , 1.27 (s, 3H, H- 
15), 1.41-1.60 (m, 6H), 1.63 (s, 3H, H-14) , 1.85-2.01 (m, 5H) , 5.51 (d like, 
J = 4.2Hz, 1H, H-7). 

<87> 6) 13 C-NMR(CDC1 3 , 75MHz) 5 15.3, 18.5, 21.5, 21.7, 23.6, 26.4, 27.9, 

31.1, 35.3, 36.8, 44.1, 45.4, 72.5 (C-2) , 124.6 (C-7) , 134.3 (06) . 

<88> <&V<4 1 : IM^I ACAT *1*1^ 

<89> #^5] Bl5)l^o] = 7jl ^^$] ACAT SHJefl *l*l^r «^^# ^r^>^-7l 

^, 81-71 iq- ^ ^J§r$!^f. 

<90> 1. ACAT JL4i«^ ^2: 

<9i> a>5J- ACAT-1 ^ ACAT-2-2] 6fl ^hl^l wH^S.w>o] 

ei^ ^€^1^11- °l-g-§r°i 71 bJ- ACAT-1^}- ACAT-2 

<92> AlsJ- ^> cD NA library screening^: hACAT-1-4 hACAT-25] C DNA 
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^# ^2:§l-^x^. n ^, ^1 (plaque purification) y o Vt 3-^-3- hACAT-1^- 

hACAT-25] ^-^^ ^ 3 ir^r^# 7^ viral stock^ 

titer* M^i^f. mJ-^Jl^o] ^ Hi 5 ^t^il^l *flS^" 

i=f^£(Mutiplicity of Infection)7> 1°) #<^1?1 ^ 27°C<*]*\ «Hr ^9} 

<93> «flM hACAT-1^ hACAT-2^r Hi 5 ^lS^S.-^ p>o] 

^-S^- ^-^§V7l 500 xgofl^i 15 ^-^T ^£-51 <5tH 3L2.5L ^ 

Q%-<^ (hypotonic buffer )°TH ^fl^ a o v ^^-^ M}S.^r ^fl ^ 100,000 xg°il 

< 94 > t=1 ^£7} 8-10 mg/m-H ^^"^HM 



<95> 2. ACAT 

<96> ACAT [1- M C] €-31^-^1 <>l(oleoyl-CoA)# 7}^.S- §H 

Brecher & Chanel y 0 Vt S [P. Brecher and C. Chan, Biochim. Biophys. Actal980 , 
617, 458]^: ^ ^r^^H ^^^^f. 

<97> 10 ^1^(^-7] ^jAHlo^ 7$^% E^l^o]^^l , #7l 1<^H ^ 

^ 4.0 v}°]3.S.^ -g-« 3 fl j 20.0 S^-g^ £H1^(0.5 M KH2PO4, lO mM 
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DTT, pH 7.4), 15.0 fdS>\ *1« 0 >°1 ^1^1^ -fH^ < U:^- 1 ?1 (BSA; bovine serum 
albumin, 40 mg/m£), 2.0 ^ #efl^^l§(^^-oii 2 0 mg/m£), 

41.0 H 2 0# 7l§H 37°C°1H 15 oflti] til-g-Aj^c]-. oj til-g-^ofl 8 i&Q 

[1- M C] #31 :5-<l2-i2<^l(0.05 uCi, : 10 uM)# ^7>*H 4^1 37°C ofl 

*1 30 ^r^> ^Ht^I?! ^ <^H3.^r# : ^^r -£^-§-(4 : 1 ; v/v) 1 7>€r]-^ 
^^-^ ^ , 600 ^ ^3^4- 200 0.1 M KH 2 P0 4 (pH 7.4)# 7>£j-jl, i 

l-^)i(vortex)S. ^^Ml ^^tr ^, 300 xg^l^i 5 ^ ^9} 

<98> €^^-e}*H ^ 100^^1 ^M^H^. M ^31, ^M^H^ °fl 

(Lumac) 4m£# 7}S}<%t\-. o) JL^-~.o} 1450 ^H-S^Bf <^x\] ^M^l 

7^1^71 (1450 Microbeta liquid scintillation counter, Wallacoy, Finland) 

<99> ACAT ^Rd^^-^r-^ *1 Zt^r ^r^d^ 3|*!r*H l^-¥<?> 

lmg ^ tKj€ t^litfll 3lS#(slS#/^-/mg ^^)S. ^l^r§> 

<100> ^^Rr S. M-^f^^i^. 



[X 1] 







ICsoC 11 M) 






hACAT-1 


hACAT-2 


1 




41 


60 


2 




229 


263 
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3 




120 


155 


4 




79 





<i02> S 1^1 M-e]-\+ a^} ^-o], ^ E-]3ll^oiH.7il i]-^-^ hACAT-1 ^ 

^ ^^SLS. -frl^^r JL^1^# ^ ¥^SH§^ ^ 4J#^&31 ofl# a 

<i(M> -a^Qj 2 : tfl^b ^^-^-^ ^ ^-#^tl 

<105> £ ^ofl ^ ^5)1^01^.^ Sj-^-^-^l ^ ^^o. ^S><^ ; §1-71 

<i06> 4^ 5] ^ ^^^1 -^-^ (specific pathogens free) ICR ^K-^S^i 

12 n>sl^ ^ i2P>el(<y-^ zi-zv 3 p}^/-g.^:^-)^. ^ E 22±3°C, ^£ 55 ±10%, 
^ 12L/12DS1 ^H^r^. ^>-T-^^r ^£l7l ^ l^oj ^ 

<107> #71 ^HHH ^1^*!: Bl5)l^ol = 7j] ^^-^-(ol^Jll^elAl, cfl §1 JE.^]-^ 6fl 

^r 0 M^:, 1 S^-?r 1 5l^-)# 0.5% H-Q 80^: -g-*flS- §H 50mg/m£ S^l 
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3t u >-t-^ ^llr 20g t% 0.04m^(100mg/kg), 0.2m^(500mg/kg) , 0.4m« 

(l.OOOmg/kg)^ *}S-^ ^ ^M^.^, ^ ^ 7 «a ¥ 

<i08> ^ 7 «fl^-tb ^ ^r°>°-S tfl^- ^7]# 

<109> Al^ Al^^-^^- ^-71^" n>*b & 

9X51 ^A>^ tn^ ^#i£3}-, m^^^V, m^^Sj-*)- ^ 

<no> tcj-^l, Elsfli^lH-Tfl Sj-^-^ 2.€- ^--f^H l,000mg/kg 

*H M-Bl-tfl^l ^5*^, ^4^HKLD 5 o) 0 l aj<H£. 

l,000mg/kg ^l^l-oi o>xl^ ^-^Sl^T^. 

<lll> §>7H1 ^Sl S^#^r *j|*lH# 

<H2> 1 : ^11 S 

<113> 3}*j-^l 1 vfl*| 5}-«H=l 43. a^l^l^ E^l^olc^j sJ-^-# ^ c>|i^ Sj- 

5fsm ^fl^l## t}^- ^1S§1-^C1-. 
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1. *\}2i 

-S-T=}- 



2g 
lg 



2. *(|a= 

Ei^l^o]3L7jl lOOmg 

^H^r^l^- lOOmg 

-ft # lOOmg 

^^o]-^a> T^nt^ 2mg 



3. sg^^l ^ls 

Bjsfli^l lOOmg 

^HM^^r lOOmg 

-n- ^ lOOmg 

^Bflol-^AV p>nuil^ 2mg 
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<130> 4. ^Aj-ofl^o] 

<i3i> E^i^H.^! S^H- 10 ^g/m^ 

<132> -g-^ <*!<4- BP pH 3.55. € nfl^M 

<133> ^r A l-g- ^S)-M-H# BP 3i|tfl lag, 

<134> -g-^ ^Aj-g- BP f^l -g-*IM7l 

3L, ^€ -g-^^l pHS- if^ BP# Al-g-^ pH 3.5S a^J-JL, ^A}-g- 

BPS- AV-g-sM a^l-ji *§^1 ^U-^^^-. -g-^ ^^MS^ 5 

^A]71J1, 120 "C^H 15^- <W ^.S#Hflol W.Al^ ^A}oJ);*|)# 

<i35> *il*l<4 2 : ^-g-^ 

<136> 1 iflXI g^Al 4^. B\ 3)1 i^o] = 7j| S^ir ir <H i=. ^hM"^ 3}- 

<]37> 1. SSl-g- <&^o] ^ 

<138> Bj 5)1 to] 3= Til 0.2 ~ 10 f^-g- 2: e) -8- 

4. 
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<139> 2. S^>S ^ ^^S] 7\}3^ 

<140> B\ 5fl ^J- 7 ^ 0.2 ~ 1.0 ^^%# S^>S Tfl^ di^o\] ^7 r S r <^ 

<141> 3. *fl2: 

<142> B^l^olH.711 3^1- 0.1 ~ 5.0 ^7HM1 ^7l-§l-JL, o] 

-g-S}<*| ?llola. ; ^^1, ^ ^S§>^ ^-g- 

<i43> 4. ^ ^-#(gravies)^ ^12: 

<i44> e^I^oIte.711 0.1 ~ 1.0 ^ ^r#°T| ^7>§>^ TiTj- 

<i45> 5. ns^-^rH. til s (ground beef)£l ^12: 

<146> Bl^ltolH-Tll 3^!- 10 til^cq] ^7}^}Ck\ 7^ #^l-g- Zt 

5f£ = tilH# ^l^rSt^f. 

<i47> 6. tMI^K dairy products)-^ z\]S: 
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<148> 0.1 ~ 1.0 -f-fMl ^7}i5}5L, #7] °1 -g- 

*>°i a]^ ^ o>ci^ a .5jj I }- yy^ t\-<$-& -fMl^g; 7]}^}^. 

<149> 7. ^d^j^l *fl3= 

<150> iLS], ^1^1 t^AS I^SM^ 3^ «fl^ 

<i5i> ^*fl, #?fl:£ ^1^1 u o v ^°-S *M £2^1 ?1 yfl^*l ^ ^ 

3. ^-ifl7l5. ^£ 60*11 3 S 7i^^-^# <£9X^. 

<153> ^M-ff, ^ff" ^ B^l^olH.711 ^-^^ ^^rlbg: ^ 

<i54> -^M-fKti*! 30^%, ^ 15#^%, lie) 20#^%), 

<155> ^^(^ti 7#^%, 8#^%, ^?fl 7#^%), 

<156> £] 311 ^01 = 711 ^S^^Cl #^%), 

<157> ^^1(0.5^^%), 

<158> ^1%(0.5^^%) 
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<i59> *fMHl 3 : 

<160> S)-?H=] 1 vd^l Sj-*1-Al 4S- S^js]^ E^i^H.^ # S|- 
<)6i> 1. alls 

<162> 5-10%, 0.05-0.3%, ^Sl-^S 0.005-0.02%, V]^^ C 0.1~1%S] ^ 

7}-## ^^-§1-31, ^71^1 79~94%3] ^^1^1- 41 ^^i D ^fi, A o V 7l 

85-98 °C^l^i 20-180^?! #^§>°i ^^S]- 1:45] al^rS. ^^!r M7}if 

0.5-0.82% Bl^olJELTlj S)-^-^ ^Srr^K^ *\}2^-&}<%t)- . 

<163> 2. ?i7 0 Kg-eo] aflS 

<i64> ^^-^(0.5%), ^e|Jl^-(2%), ^%(2%), ^(0.5%), ^-(75%)^ ^ ^fl 

<165> 3. o)^^o] ^ 

<166> B^lJtojT^] S]-^- 0.5g^r £^>s E^r ^-E- iri l,000m«°fl 7]-§H 

<167> 4. 32f^^^o^ X-flS 
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<i68> Bjj^^lH-^l O.lgSr *M a^r a£ l.OOOmH 7>£M ^ 

<169> ^ ^<H1 tff-E ACAT^l cfltt Sr^^r JL^SS. 

^S.^, ofl^B^SO] ^ 3^0.^. -fr^S^ 31 X] ^ « 
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l] 



§]-7l s|-*}-^l l ifl^l 3}*}-^} 4S- a^lsl^r Bl^l^ol^ ;4| Jl-^-a. ^ o]±~ 

<gj.-£}-X} i> 




19 



'COOH 



18 



<5j-«}-^l 2> 




— OH 

19 lb 



17 
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<3j.§}-Ai 3> 




l*8tt 2] 
13 t 1 * 3] 
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